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VIA FACSI MILE and U.S. MAIL CONFIDENTIAL COMMUNICATION 

Dr. Susan M. Dymecki 
Harvard Medical School 
Department of Genetics 
200 Longwood Avenue 
Boston, MA 021 15 

Re: U.S. Patent Application No.: 08/866,279 
Inventors: Susan M. DYMECKI, et al. 
Final Office Action 
Due Date: May 25, 2003 
Final Due Date: August 25, 2003 
Title: USE OF FLP RECOMBINASE IN MICE 
Our Reference: 056100-5020-01 

Dear Susan: 

Enclosed is a copy of a Final Office Action dated February 25, 2003, which we received from 
Pillsbury Winthrop on March 10, 2003. We will request a change of correspondence address when 
we file the next paper. A response to the outstanding Office Action is due on May 25, 2003. The 
period for response may be extended to expire on August 25, 2003. No references were received with 
the Office Action. 

At the outset, we are pleased to report that claim 1 has been declared allowable. Although the 
Examiner did not make this indication on the front page of the Action, she states that claim 1 is 
allowable in her concluding remarks (see page 5 of Action). 

We are still puzzled how claim 1 can be allowable where narrower claims that are dependent on claim 
1 and encompassed within the scope of claim 1 for enablement have been rejected. This is highly 
unusual but might occur where a narrower claim sets forth an inoperative embodiment. This seems to 
be the Examiner's justification for maintaining the rejection as to all the dependent claims (see the 
bottom of claim 3), however the Examiner has not provided any evidence or argument as to why every 
dependent claim would be inoperative. 



Claim 51 remains rejected for the phrase "growth/differentiation factors," however, it appears that this 
rejection would be resolved by separating the words "growth" and "differentiation." We can attend to 
this amendment without instruction. 
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Claim 52 was rejected under § 1 12, second paragraph due to an inadvertent spelling error, and claim 
59 was rejected for not including the phrase "FLP recombinase transgene" in step (c). We can attend 
to these amendments without instruction. Resolution of these minor rejections of claims 52 and 59 
would render these claims allowable, since these claims were not included in the enablement rejection. 
However, as with all the other dependent claims, the claims that are dependent on claims 52 and 59 
were rejected for lack of enablement. 

In response to the Office Action, we recommend correcting the minor § 1 12, second paragraph issues, 
and making one last attempt to convince the Examiner that the enablement rejection of the dependent 
claims is improper. As an example, claim 62 is dependent on claim 59 and merely recites several 
marker genes that are known and commonly used in the art. There would be no reason to expect that 
the use of any of these particular marker genes would render the method of claim 59 inoperable, and 
the Examiner has provided no evidence to suggest otherwise. The danger in making further 
arguments, however, is that the Examiner may change her mind as to the allowability of the broad 
claims. On the other hand, if we were to cancel the dependent claims, a potential infringer might argue 
that the allowed claims are limited to only what is exemplified in this specification. 

As a final matter, please also find enclosed the Notice of Publication for the above-referenced patent 
application, which includes the patent publication number and publication date. Publication of this 
application may give rise to certain provisional rights relating to damages for infringement under 35 
U.S.C. § 154(d) if actual notice is given. The U.S. Patent and Trademark Office does not supply a copy 
of the publication with the Notice of Publication. You can download the publication from the USPTO 
website (http://www.uspto.gov/patft/index.html). If you have any questions regarding the Notice of 
Publication or provisional rights, please do not hesitate to contact us. 

We look forward to receiving your instructions regarding the Office Action. 



Bonnie Weiss McLeod 
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cc: Gloria Brienza (w/ enclosures) 
Paul Kokulis (w/out enclosures) 
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DETAILED ACTION 

The response filed December 4, 2002 (Paper No. 35) has been entered. Claims 1, 20, 51, 52, 55- 
57, 59, and 62-64 have been amended. Claims 22-49, 53, 54, 60, and 61 have been cancelled. 

Accordingly, Claims 1-21, 50-52, 55-59, and 62-65 remain pending in the instant application. 

The following rejections are reiterated or newly applied and constitute the complete set of 
rejections being applied to the instant application. Rejections and objections not reiterated from the 
previous office action are hereby withdrawn. 

Claim Rejections - 35 USC §112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Enablement 

Claims 2-5 1, 55-58, and 62-65 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for a transgenic mouse comprising an FLP recombinase transgene 
under the control of a tissue-specific promoter and a reporter gene under the control of a non-tissue- 
specific (ubiquitous) promoter, wherein the reporter gene comprises a disruption comprising two Flp- 
recognition sequences in direct repeat orientation, such that the reporter gene produces active product 
only when in the recombined form, does not reasonably provide enablement for transgenic mice having 
the wide variety of different combinations of Flp-recognition sequences and transgenes, as broadly 
claimed. The specification does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and use the invention commensurate in scope with these 
claims. 
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The specification fails to provide an enabling disclosure for the full scope of the claims because 
the phenotype of a transgenic mouse is unpredictable for reasons of record advanced on pages 2-6 of the 
Office Action of Paper No. 22 (mailed 10/25/00), on pages 2-8 of Paper No. 26 (mailed 7/18/01), and on 
pages 2-3 of the Office Action of Paper No. 33 (mailed 6/5/02). Thus, the specification fails to teach how 
to use the full scope of the claimed transgenic mice. In the absence of disclosure of a transgene- 
dependent phenotypic alteration, one skilled in the art would not know how to use the claimed transgenic 
mice over the full scope. Thus, one skilled in the art would have been required to engage in undue 
experimentation in order to make and use the claimed transgenic mice over the full scope. 

The claims must be congruent with the asserted utility of the invention, which in the instant case 
is cell fate mapping. The instant claims are not congruent with the asserted utility of cell fate mapping. 
In the interview of March 29, 2001, the inventor provided convincing arguments for the utility of cell fate 
mapping. The Examiner evaluated enablement for this utility with respect to the application as-filed and 
identified a scope of enablement consistent with this utility, the only asserted utility for which a scope of 
enablement exists. However, the claims remain broader than the scope of enablement. 

At page 7, paragraph 3 of the response, Applicants question the reasoning behind the separate 
rejection of Claim 2-60 and 62-65 and Claim 1. Applicants should note that the scope of enablement for 
Claim 1 is different from the scope of enablement for Claims 2-60 and 62-65. 

At page 7, paragraph 3 of the response, Applicants assert that the amendment to Claim 1 should 
resolve the rejection as it pertains to Claims 2-21 and 50-5 1 since these claims depend from Claim 1 and 
are more narrow in scope that Claim 1. However, as clearly indicated in the rejection, the scope of 
enablement for Claims 2-2 1 and 50-5 1 is different from the scope of enablement for Claim L 
Furthermore, the suggestion that claims that are more narrow than an enabled claim automatically makes 
them enabled is incorrect, as a broad claim is permitted to cover a vast number of inoperative 
embodiments. 
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At page 7, paragraph 3 of the response, Applicants assert that the specification is not limited to 
the utility of cell fate mapping, as it also discusses making mutations in specific cells and site specific 
integration of transgenes. Applicants offer no further arguments with regard to enablement for these 
utilities. Further, it is noted that enablement for these utilities has been fully evaluated in great detail in 
the Office Actions of Paper Nos. 22 (mailed 10/25/00), 26 (mailed 7/18/01), 30 (mailed 2/1 1/02), and 33 
(mailed 6/5/02). 

New Matter 

With regard to the new matter rejection regarding the term "ubiquitous promoter" (applied to 
Claims 54 and 61, now cancelled), the Examiner accepts the passage on pages 16-17 of the specification 
to which Applicants refer as implicit support for the term "ubiquitous promoter." Although the passage 
does not provide literal support for the term, the passage refers to "regulatory regions for ubiquitous 
expression." At page 16, paragraph 2, the passage refers to a number of "regulatory regions" including 
promoters. Amended Claims 52 and 59 and the claims which depend from them, now recite a 
"ubiquitous promoter." 

The following is a quotation of the second paragraph of 35 U.S.C 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 51 stands and Claims 52, 55-57, 59, and 62-65 are rejected under 35 U.S.C. 1 12, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

Claim 51 remains indefinite in its recitation of "growth/differentiation factors and their receptors" 
because the metes and bounds are not clearly set forth. The specification does not offer a definition of 
this term that would serve to define the metes and bounds. 
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At page 10, paragraphs 1 and 3 of the response, Applicants argue that gene products constituting 
growth or differentiation factors and their receptors were well known at the time the application was filed 
and would be immediately recognized by a person of skill in the art. At paragraph 3, Applicants refer to a 
variety of "growth factors." At page 1 1, paragraph 2 of the response, Applicants refer to a variety of 
"differentiation factors." However, the claim language does not recite "growth factors" or 
"differentiation factors" but rather recites "growth/differentiation factors." The metes and bounds of this 
term are not clearly set forth and the specification does not offer a definition of this term. Providing a 
definition for the term "differentiation" does not serve to elucidate the definition of the term 
"growth/differentiation factors . " 

Claim 52 and 55-57 are indefinite in their use of the term "intergrated" because this appears to be 
a typographical error. Claim 52 as pending prior to this amendment used the correct spelling 
"integrated." See the amendment of Paper No. 32, submitted March 18, 2002. This rejection is 
necessitated by Applicants amendment. 

Claims 59 and 62-65 are indefinite in their recitation of "said Flp transgene" in step (c) because 
the term lacks antecedent basis. The claim has been amended is steps (a) and (b) to recite an "Flp 
recombinase transgene." This rejection is necessitated by Applicants amendment. 



Conclusion 

Claim 1 is allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this Office 
action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is 
reminded of the extension of time policy as set forth in 37 CFR 1. 136(a). 

A shortened statutory period for reply to this final action is set to expire THREE MONTHS from 
the mailing date of this action. In the event a first reply is filed within TWO MONTHS of the mailing 
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date of this final action and the advisory action is not mailed until after the end of the THREE-MONTH 
shortened statutory period, then the shortened statutory period will expire on the date the advisory action 
is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later than SIX 
MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Anne-Marie Falk whose telephone number is (703) 306-9155. The examiner can normally 
be reached Monday through Thursday and alternate Fridays from 10:00 AM to 7:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Deborah Reynolds, can be reached on (703) 305-405 1 . The fax phone number for the organization where 
this application or proceeding is assigned is (703) 308-4242. 

Any inquiry of a general nature or relating to the status of this application or proceeding should 
be directed to the patent analyst, William Phillips, whose telephone number is (703) 305-3482. 

Anne-Marie Falk, Ph.D. 

^NE-MARIE«LK,PHJ) 
PRIMARY EXAMINER 



